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This International Search Report has been prepared by this International Searching Authority and is transmitted to the applicant 
according to Article 18. A copy is being transmitted to the International Bureau. 



This International Search Report consists of a total of 4 sheets. 

[X] It is also accompanied by a copy of each prior art document cited in this report. 



1 . Ba8l8 of the report 

a. With regard to the language, the international search was carried out on the basis of the international application in the 
language in which it was filed, unless othenA/ise indicated under this item. 

I I the international search was carried out on the t}asis of a translation of the intemational application furnished to this 
Authority (Rule 23.1 (b)). 

b. With regard to any nucleotide and/or amino acid sequence disclosed in the intemational application, the international search 
was carried out on the basis of the sequence listing : 

I I contained in the intemational application in written form. 

I I filed together with the intemational application in computer readable form. 

I I fumished subsequently to this Authority in written form. 

I I fumished subsequently to this Authority in computer readble form. 

I I the statement that the subsequently fumished written sequence listing does not go beyond the disclosure in the 
international application as filed has been fumished. 

I I the statement that the information recorded in computer readable form is identical to the written sequence listing has been 
fumished 

2. Certain claims were found unsearchable (See Box I). 

3. UnKy of Invention Is lacking (see Box II). 



4. With regard to the tttle, 

pT] the text is approved as submitted by the applicant. 

I I the text has been established by this Authority to read as follows: 



With regard to the abstract, 

[X] the text is approved as submitted by the applicant. 

I I the text has been established, according to Rule 38.2(b), by this Authority as it appears in Box III. The applicant may, 
' — ' within one month from the date of mailing of this international search r |X)rt, submit comments to this Authority. 

The figure of the drawings to be published with the abstract is Figure No. \ 



I I as suggested by the applicant. Q None of the figures. 

[X] because the applicant failed to suggest a figure. 

I I because this figure better characteriz s the invention. 
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2. 



An assay for detecting type IV cytosolic phospholipase Aj (cPLAj) or a protein 
immunologically homologous to type IV cPLAz, the assay comprising use of red 
blood cells. 

An assay according to claim 1 for use in the diagnosis of a disease in which 
dysfunction of cell signalling systems involving highly unsaturated fatty acids is 
implicated. 

An assay according to claim 1 for use in monitoring the effectiveness of medication 
administered to a patient suffering from a disease in which dysfimction of cell 
signalling systems involving highly unsaturated fatty acids is implicated 



15 



An assay according to claim 1 for use in drug development for a disease in which 
dysfunction of cell signalling systems involving highly unsaturated fatty acids 
implicated 



is 



5. 



20 



25 



A method of diagnosis of a disease in which dysfunction of cell signalling systems 
involving highly unsaturated fatty acids is implicated, said method comprising the 
detection of type IV cytosolic phospholipase A2 (cPLAa) protein or a protein 
immunologically homologous to type IV cPLAj in or on red blood cells. 

A method of monitoring the effectiveness of medication administered to a patient 
suffering from a disease in which dysfunction of cell signalling systems involving 
highly unsaturated fatty acids is implicated, said method comprising the detection of 
type IV cytosolic phospholipase A2 (cPLAj) protein or a protein immunologically 
homologous to type IV CPLA2 in or on red blood cells. 



30 7. 



A method of drug development for a disease in which dysfunction of cell signaUing 
systems involving highly unsaturated fatty acids is implicated, said method 
comprismg the detection of type IV cytosolic phospholipase A2 (CPLA2) protein or a 
protein immunologically homologous to type IV CPLA2 in or on red blood cells. 
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All assay or method according to any one of claims 1 to 7 wherein the red blood 
cells are isolated from the human body. 

An assay or method according to any one of claims 1 to 7 wherein said assay or 
method comprises use of a whole blood sample without prior isolation of said red 
blood cells. 



10 



10. An assay or method according to any one of claims 2 to 9 wherein said disease is a 
disease or disease process in which type IV CPLA2 activity or concentration is 
altered from normal levels. 



11. An assay or method according to anyone of claims 2 to 9 wherein said disease is a 
disease or disease process in which type IV cPLAs activity or concentration is 

15 increased. 

12. An assay or method according to any one of claims 2 to 1 1 wherein the disease is 
schizophrenia, dyslexia, bipolar or manic depressive illness, cachexia or brain 
injury. 



20 

13. 



An assay or method according to claim 12 wherein the brain injury is stroke or 
mechanical brain injury. 



14. An assay or method according to any one of claims 1 to 13 wherein the type IV 
25 CPLA2 protein or the protein immunologically homologous to type IV CPLA2 has a 

molecular weight in the range 80 to 1 1 0 kDa or in the range 70 to 80 kDa or in the 
range 50 to 60 kDa. 

15. An assay or method according to any one of claims 1 to 13 wherein the type IV 
CPLA2 protein or the protein immunologically homologous to type IV CPLA2 has a 
molecular weight in the range 90 to 105 kDa or in the range 70 to 80 kDa or in the 
range 50 to 60 kDa. 
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16. An assay or method according to any preceding claim comprising the steps of 
collecting a sample of blood from a subject and detecting the proteins ex vivo, 

17. An assay or method according to claim 16 further comprising one or more of the 
steps of separating the red cells from the other blood components, disrupting the red 
cells, detecting the proteins either directly or following a protein separation 
technique. 



An assay or method according to claim 17 wherein the red cells are disrupted by 
sonication, freezing, nitrogen cavitation or lysis. 

An assay or method according to any preceding claim wherein said proteins are 
detected by immunoassay. 

An assay or method according to any preceding claim wherein said proteins are 
detected using an antibody or antibodies that recognise an epitope or epitopes from 
amino acids 82 to 749 of type IV CPLA2 protein from human monocyte (U937) 
cells. 



An assay or method according to any preceding claim wherein said proteins are 
detected using an antibody or antibodies raised against an epitope or epitopes from 
amino acids 82 to 749 of type IV CPLA2 protein from human monocyte (U937 cells) 
or raised against an epitope or epitopes of a synthetic peptide matching amino acids 
82 to 749 of type IV CPLA2 protein from human monocyte (U937) cells. 

An assay or method according to claim 20 or 21 wherem said epitope or epitopes 
are from a peptide sequence or sequences which comprise the catalytic centre of 
type IV CPLA2 protein from human monocyte CU937) cells. 



30 23. 



An assay or method according to claim 20 or 21 wherein said epitope or epitopes 
are from the peptide sequence of amino acids 241 to 260 of type IV CPLA2 protein 
from human monocyte (U937) cells. 
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24, An assay or method according to claim 19 wherein said proteins are detected using 
an antibody or antibodies raised agamst an epitope or epitopes from amino acids 1 
to 216 of type IV CPLA2 protein jfrom human monocyte (U937) cells. 

5 25. An assay or method according to claims 20, 2 1 , 22, 23 or 24 wherein two or more of 
the antibodies are used in combination or in sequence to detect the said proteins 
with the required specificity, 

26. An assay or method according to any of claims 1 to 18 for detecting type IV CPLA2 
10 wherein said proteins are detected by substrate assay. 

27. A protein obtainable by isolation from red blood cells, said protein being 
immunologically homologous to type IV cPLAa and having a molecular weight in 
the range 80 to 110 kDa or a molecular weight in the range 70 to 80 kDa or a 

15 molecular weight in the range 50 to 60 kDa. 

28. A protein according to claim 27, said protein being immunologically homologous to 
type IV CPLA2 and having a molecular weight in the range 90 to 105 kDa or a 
molecular weight in the range 70 to 80 kDa or a molecular weight in the range 50 to 

20 60 kDa. 

29. A diagnostic kit comprising means for disrupting red blood cells and further 
comprising an antibody or antibodies to a protein obtainable by isolation from red 
blood cells, said protein being type IV CPLA2 protein or a protein immunologically 

25 homologous to type IV CPLA2. 

30. A diagnostic kit according to claim 28 wherein said antibody or antibodies is/are 
raised against an epitope or epitopes from amino acids 82 to 749 of type IV CPLA2 
protein from human monocyte (U937) cells. 



30 



31. A diagnostic kit according to claim 28 wherein said antibody or antibodies is/are 
raised against an epitope or epitopes from a peptide sequence or sequences which 
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comprise the catalytic active centre of type IV CPLA2 protein from human monocyte 
(U937) cells. 

A diagnostic kit according to claim 28, 29 or 30 wherein said means for disrupting 
red blood cells is a means for lysing red blood cells, 

A diagnostic kit according to claim 28, 29 or 30 which is suitable for near-patient 
testing. 
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1. This international preliminary examination report has been prepared by this International Preliminary Examining Authority 
and is transmitted to the applicant according to Article 36. 

2. This REPORT consists of a total of 6 sheets, including this cover sheet. 

S This report is also accompanied by ANNEXES, I.e. sheets of the description, claims and/or drawings which have 
been amended and are the basis for this report and/or sheets containing rectifications made before this Authority 
(see Rule 70.16 and Section 607 of the Administrative Instructions under the PCT). 

These annexes consist of a total of 5 sheets. 



3. This report contains indications relating to the following items: 



Basis of the report 



II 


□ 


ill 




IV 


□ 


V 




VI 


□ 


VII 


□ 


VIII 


□ 



Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations suporting such statement 



Date of submission of the demand 
06/10/2000 



Date of completion of this report 
23.04.2001 



Name and mailing address of the international 
preliminary examining authority: 

European Patent Office 
AIll D-80298 Munich 

Tel. +49 89 2399 - 0 Tx: 523656 epmu d 
Fax: +49 89 2399 - 4465 



Authorized officer 
Hinchliffe, P 

Telephone No. +49 89 2399 8431 
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Form PCT/IPeA/409^oover sheet) (January 1994) 



INTERNATIONAL PRELIMINARY 
EXAMINATION REPORT 



International application No. PCT/G BOO/00845 



I. Basis of the report 

1 With regard to the elements of the international application (Replacement sheets which have been furnished to 
the receiving Office in response to an invitation under Article 14 are referred to in this report as "originally filed" 
and are not annexed to this report since they do not contain amendments (Rules 70. 16 and 70. 1 7))\ 
Description, pages: 

■|--(9 as originally filed 

Claims, No.: 

as received on 04/04/2001 with letter of 04/04/2001 

Drawings, sheets: 

1/4-4/4 as originally filed 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the 
language in which the international application was filed, unless otherwise indicated under this Item. 

These elements were available or furnished to this Authority in the following language: , which is: 

□ the language of a translation furnished for the purposes of the International search (under Rule 23.1 (b)). 

□ the language of publication of the international application (under Rule 48.3(b)). 

□ the language of a translation furnished for the purposes of international preliminary examination (under Rule 
55.2 and/or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the intemational application, the 
international preliminary examination was carried out on the basis of the sequence listing: 

□ contained in the international application in written form. 

□ filed together with the international application in computer readable form. 

□ furnished subsequently to this Authority in written form. 

□ furnished subsequently to this Authority in computer readable form. 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in 
the international application as filed has been furnished. 

□ The statement that the information recorded in computer readable form is identical to the written sequence 
listing has been furnished. 

4. The amendments have resulted in the cancellation of: 

n the description, pages: 

□ the claims, Nos,: 



Form PCT/lPEA/409 <Boxes i-VI!l. Sheet 1) <July 1998) 



INTERNATIONAL PRELIMINARY 
EXAMINATION REPORT 



International application No. PCT/G BOO/00845 



□ the drawings, sheets: 

5. □ This report has been established as if (some of) the amendments had not been made, since they have been 

considered to go beyond the disclosure as filed (Rule 70.2(c)): 

{Any replacement sheet containing sucli amendments must be referred to under item 1 and annexed to this 
report.) 

6. Additional observations, if necessary: 

III. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 

1 The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non- 
obvious), or to be industrially applicable have not been examined in respect of: 

□ the entire international application. 

IS claims Nos. 5,6.8-26 with repect to I.A.. 

because: 

H the said international application, or the said claims Nos. 5,6,8-26 relate to the following subject matter which 
does not require an international preliminary examination (specify^: 
see separate sheet 

□ the description, claims or drawings (indicate particular elements belov)/) or said claims Nos. are so unclear 
that no meaningful opinion could be formed (specity): 

□ the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion 
could be formed. 

□ no international search report has been established for the said claims Nos. . 

2. A meaningful international preliminary examination cannot be carried out due to the failure of the nucleotide 
and/or amino acid sequence listing to comply with the standard provided for in Annex C of the Administrative 
Instructions: 

□ the written form has not been furnished or does not comply with the standard. 

□ the computer readable form has not been furnished or does not comply with the standard. 

V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

1. Statement 

Novelty (N) Yes: Claims 1-26.29-33 
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No: 



Claims 



27,28 



Inventive step (IS) 



Yes: 
No: 



Claims 
Claims 



1 -26,29-33 
27,28 



Industrial applicability (lA) Yes: Claims 1-4.7,27-33 

No: Claims 



2. Citations and explanations 
see separate sheet 
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ITEM III & V 

1 . The subject matter of claims 1-26 involve using red blood cells (RBCs) in an 
assay to detect levels of cPLAg. Although the enzyme is known (see D2 as cited in 
the ISR) this is the first time it has been shown to be associated with RBCs. 
Consequently the subject matter of these claims fulfills the requirement of Article 
33(2) PCT. The closest prior art document is regarded as D1 (as cited in the ISR). 
This document refers to the detection of a different phospholipase on RBCs and it 
is alleged that the assay of D1 would inactivate the cPLAg of the current 
application. Consequently it would appear to be inventive to look for the cPLAg on 
RBCs and consequently the requirement of Article 33(3) PCT is fulfilled for these 
claims. 

2. Claims 27 and 28 are not novel contrary to the requirement of Article 33(2) PCT. 
Documents D1-D8 (as cited in the ISR) all disclose proteins which fal| in to the 
broad definition found in the said claims: 

D1- protein derived from red blood cells (RBC) stated to be a cPLA (see abstract), 
D2- proteins of 85.2 and 110 kD with cPLAg activity (see abstract and col.2, line 
36), 

D3-purified cPLAg of 1 1 0 kD (see figure 4, table B), 

D4-purified PLAa proteins of 60 and 1 10 kD (see p.4, 1.34-42), 

D5-purified PLAa proteins of 60 and 1 10 kD (see p.4, 1.26-33), 

D6-purified PLAg proteins of 60 and 1 10 kD (see p.4, 1.26-33), 

D7-two cPLAs disclosed, one of 85 kD and the other of 30 kD (see col.2, 1.26-27 

and I. 48), 

D8-paralogs of cPLAg, however this document is not comprised within the state of 
the art as the priority document of the present application has been checked and 
found to be valid. 

Information concerning sufficiency of disclosure (Art. 5 PCT): A newly discovered 
member of a particular protein family should be identified by its amino acid sequence. 
Immunological identity appears not to be specific enough when a number of proteins 
share the same function as evidenced by the large number of documents concerning 
PLAs cited in the search report. Specific antibodies should also be identified by deposit 
receipts in certain contracting states (EPO). 
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3. Claims 29-33 refer to kits comprising means for disrupting RBCs and antibodies 
directed against cPLAg or immunologically homologous proteins. D4 and D5 both 
refer to immunoassay of the cPLAgCsee D3 discussion and D4, col.22, I. 47). It is 
however considered that the skilled person would not take the components used 
in the immunoassays of these two documents and formulate them into kits 
involving a RBC disruption reagent as without the inventive knowledge there 
would be no need to make such a kit. These claims therefore involve an inventive 
step thus fulfilling the requirements of Article 33(3) PCT. 

4. Claims 5,6,8-26, relate, either directly or by implication, to subject-matter 
considered by this Authority to be covered by the provisions of Rule 67.1 (iv) PCT. 
Consequently, no opinion will be formulated with respect to the industrial 
applicability of the subject-matter of these claims (Article 34(4)(a)(i) PCT). 
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YOUR REF 



OUR REF P021043WO: PNH/BRC/mmc 
4th April 2001 



Dear Sirs, 

Re: International Patent Application No. PCT/G BOO/00845 
LAXDALE LIMITED 

I refer to your Communication dated 4th December 2000 on this International Application 
In which a period of three months, kindly extended to four months, was awarded for 
reply. 

In consideration of the Examiner's objections the Applicant proposes to amend claim 1 
to recite: 

Use of red blood cells in an assay for the purpose of detecting type IV cytosolic 
phospholipase A2 (cPLAz) or a protein immunologically homologous to type IV 
CPLA2. 

Dependent claims 2 to 4 and 8 to 26 have been amended accordingly to reflect the new 
"use" format of claim 1 . 

Document 01 is concerned with the activity of an unspecified phospholipase A2 (PLA2) 
enzyme and its detection in erythrocytes and blood plasma to predict the course of 
psoriasis. The Applicant has obtained a full copy of D1 and an English language 
translation thereof. I enclose copies thereof for the Examiner's perusal. 

Inspection of D1 reveals that the assay disclosed therein is concerned only with PLA2 
activity generally. There is no reference to cvtosolic PLA2 enzymes (CPLA2) and 
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certainly no reference to the specific cytosolic PLA2 enzyme, namely the type IV 
cytosolic PLA2 enzyme, with which the present Application is concerned. There is 
therefore no disclosure or suggestion in D1 that red blood cells may be used to detect 
the type IV cytosolic PLA2 enzyme. It is therefore submitted that the claims of the 
present Application define subject-matter which is both novel and inventive over D1 . 

As noted in the preceding paragraph, D1 makes no mention specifically of type IV 
cytosolic PLA2 and for this reason alone, the Applicant believes that D1 cannot prejudice 
the patentability of the present Application. However, the Applicant can provide further 
evidence that the assay used by the authors of D1 would not even have been "suitable 
for" detecting type IV cytosolic PLA2, for the reasons set out below. 

D1 detects PLA2 in erythrocytes and blood plasma using the methodology of Tuzhilin 
and Saluen'ia which, as noted on page 2 of the translation of D1, involves a preliminary 
heat treatment of the sample at 60°C for 15 minutes to remove lipase activity. I enclose 
herewith, for the Examiner's information, a copy of the Russian language original and an 
English language translation of the methodology of Tuzhilin and Saluen'ia (Laboratornoe 
Delo, 6, 1795, pp334-5), which shows that the method is stated as being for the 
determination of PLA2 activity generally, rather than CPLA2 activity specifically. The 
Applicant is aware from a further paper (Mayer and Marshall, FASEB Journal, 7, 1993. 
pp339-348; copy enclosed herewith) that the 85-kDA type IV CPLA2 enzyme denatures 
when held at 57^C for 5 minutes (see Table 2). It is therefore evident that the 
methodology used in D1, which involves a heating step at 60°C for 15 minutes, would 
not detect type IV CPLA2, which denatures when held at 57^C for 5 minutes. The assay 
of D1 would not therefore even be "suitable for" detecting type IV CPLA2 and is not 
relevant to the patentability of the subject-matter of the present Application. 

With regard to the other cited prior art, particularly D9 and D10, it is submitted that none 
of this prior art discloses or suggests that red blood cells may be used to detect type IV 
cytosolic PLA2. Claims 1 to 26 as amended of the present Application also therefore 
define patentable subject-matter over this prior art. 

With regard to the objections against claims 27 and 28, the Applicant has disclaimed the 
type IV CPLA2 enzyme disclosed in the prior art (see D2 for example). It is submitted 
that claims 27 and 28 are therefore novel over the prior art. 

Reconsideration of this Application is respectfully requested. A replacement set of 
claims (replacement pages 20 to 24) are enclosed herewith in triplicate. A copy of the 
translations and articles referred to above are enclosed with the confirmatkDn copy of this 
letter. 

Yours truly, 

HOWARD. PAUL NICHOLAS 
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WRITTEN OPINION 



International application No. PCT/G BOO/00845 



1. Basis of th opinion 

1 This opinion has been drawn on the basis of (substitute sheets which have been furnished to the receiving Office 
in response to an invitation under Article 14 are referred to in this opinion as "originally filed".): 

Description, pages: 

1-19 as originally filed 

Claims, No.: 

1 -33 as originally filed 

Drawings, sheets: 

1/4-4/4 as originally filed 

2. With regard to the language, all the elements marked above were available or fumished to this Authority in the 
language in which the international application was filed, unless othenwise indicated under this item. 

These elements were available or fumished to this Authority in the following language: , which is: 

□ the language of a translation furnished for the purposes of the international search (under Rule 23.1 (b)). 

□ the language of publication of the international application (under Rule 48.3(b)). 

□ the language of a translation furnished for the purposes of international preliminary examination (under Rule 
55.2 and/or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the 
international preliminary examination was carried out on the basis of the sequence listing: 

□ contained in the international application in written form. 

□ filed together with the international application in computer readable form. 

□ furnished subsequently to this Authority in written form. 

□ furnished subsequently to this Authority in computer readable form. 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in 
the international application as filed has been furnished. 

□ The statement that the information recorded in computer readable form is identical to the written sequence 
listing has been fumished. 

4. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 
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□ the drawings. sheets: 

□ This report has been established as if (some of) the annendments had not been made, since they have been 
considered to go beyond the disclosure as filed (Rule 70,2(c)): 

{Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this 
report.) 



6. Additional observations, if necessary: 



III. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 

The questions whether the claimed Invention appears to be novel, to involve an inventive step (to be non-obvious), 
or to be industrially applicable have not been and will not be examined in respect of: 
□ the entire international application. 

H claims Nos. 1 -3,5.6,8-1 5.26 (with repect to I.A.). 



because: 

H the said International application, or the said claims Nos. 1 -3.5,6.8-14.26 relate to the following subject matter 
which does not require an Intematlonal preliminary examination (specify^: 
see separate sheet 

□ the description, claims or drawings {indicate particular elements beloW) or said claims Nos. are so unclear 
that no meaningful opinion could be formed {specity): 



□ the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion 
could be formed. 

□ no international search report has been established for the said claims Nos. . 

2 A written opinion cannot be drawn due to the failure of the nucleotide and/or amino acid sequence listing to 
comply with the standard provided for In Annex C of the Administrative Instructions: 

□ the written form has not been furnished or does not comply with the standard. 

□ the computer readable form has not been furnished or does not comply with the standard. 



V. Reasoned statement under Rule 66-2(a)(ii) with regard to novelty, inventive step or industrialappllcability; 
citations and explanations supporting such statement 

1. Statement ^ 
Novelty (N) Claims 1-11.12,14-18.26.27.28 (NO) 

Inventive step (IS) Claims 1 9-25.29-33 (NO) 
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industrial applicability (I A) Claims 1-3,5,6,8-15,26 (NO OPINION) 

2. Citations and explanations 
see separate sheet 

VII- Certain defects In the international application 

The following defects in the form or contents of the international application have been noted: 
s e separate sheet 
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QFPARATE SHEET 

ITEM V and VII 

Claims 1-1 1 .14-18.26 are not novel contrary to the requirement of Article 33(2) 

D1 discloses an assay for predicting the course of psoriasis which involves 
^nn PLA in a sample of human blood after haemolysis of BBC. 

rn^^rdocument teaches a method that involves BBC (as claimed) 
an^LX^r^^^^^^^^^ -ease that has a eel, signalling system involving 
highly unsaturated fatty acids is implicated (psoriasis). 

suggest that the detection of ^^^^""J^^ J introduction). Consequently 

rr: rn -e ^ .a„. o. ...... 

r.»i„, 1 3 appears to be novel in the light of the documents cited in the ISR (Article 
aSpCT however there is no datato support the allegation that the levels of 
!pSrm^ be atered by brain inju^. Consequently this claim ,s contra,, to the 
requirements of Article 5 PCT. 

r., ■ 07 and 28 are not novel contrary to the requirement of Article 33(2) PCT. 
□rints 01 Dsrcited in the ISR, all disclose proteins which fall in to the 
broad definition found in the said fj^^^ ^ abstract), 

:rns or.! a°nd rrrrpSrX (see abstract and col.2, line 

D5 purined PLA. pmteins of 60 and 110 KD see p.4, .26-33 , 
found to be valid. 
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4. Claims 1 9-25 refer to methods of assaying cPLAj whereby an immunoassay is 
performed. Both D3 and D4 relate to immunoassays used in the detection of 
cPLAg (see D3 discussion and D4, col.22, 1. 47). However replacement of a 
substrate assay, as used in D1 , by an immunoassay is obvious and does not 
involve an inventive step contrary to Article 33(3) PCT. 

5. Claims 29-33 refer to kits comprising antibodies directed against cPLAg D4 and 
D5 both refer to immunoassay of the cPLAg (see D3 discussion and D4, col.22, 1. 
47). It is considered that the skilled person could without inventive activity take the 
components used in the immunoassays of these two documents and formulate 
them into kits as claimed. These claims do not therefore involve an inventive step 
contrary to Article 33(3) PCT. 

r 

6. Claims 1-3,5,6,8-15,26, either directly or by implication from claim 16, relate to 
subject-matter considered by this Authority to be covered by the provisions of 
Rule 67.1 (iv) PCT. Consequently, no opinion will be formulated with respect to the 
industrial applicability of the subject-matter of these claims (Article 34(4)(a)(i) 
PCT). 

Information concerning sufficiency of disclosure (Art. 5 PCT): A newly discovered 
member of a particular protein family should be identified by its amino acid sequence. 
Immunological identity appears not to be specific enough when a number of proteins 
share the same function as evidenced by the large number of documents concerning 
PLAs cited in the search report. Specific antibodies should also be identified by deposit 
receipts in certain contracting states (EPO). 
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